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AppI.No. 10716,174 

Amdt. Dated December 13, 2006 

Reply to Office action of July 12, 2006 BECEIV.ED 

CENTRAL FAX CENTER 

DEC 1 3 2QQ6 

REMARKS/ARGUMENTS 

Claims 1, 3,10, 13-19, 21-56, 59-61 and 201 991 
amendment, claims 14-17 and 201 22, ha k " ^ ^ «* ° f ^ 

59. and 61 arc amended he-i„ -n, ' ^ 21, 2S> ' 36 ' 45 - < 7 . % 

^oushoutthe^^^ 

dedicauon of the previously £T* '7 "* * — — as abandon™, „ 

As an inidalnwlter. Applicants would lUte to iha„v f h«>= 
Paten, Exaainer for the couneav extended , * , ** S ° Pen ' i50r> ' 

discussed with the -n. , • ffljctanan et al. was 

Clatms 1,21, 29, 36. and 45 have been amended as discussed with the F, 

throughout the soecificari™ f„ , amendments can be found 

g thespectftcatton, for example, at paragraphs [0009), [0204J, and [0294j-[0296] 
as well as In claim 11 as originally fifed. *' 

W, ;an interview with the Examiner on Decembe, 13, 2006, in wmch the Exlner 
heated that the amendment submitted November 8, 2006, would not be entered The 
Examinerindicated that the proposed amendment claim 1 would overcome the 112 
rejecnon and that the arguments overcame the art rejections, but that the proposed 
amendment to claim 2 would necessitate further search. The Examiner further indicated that 
an amendment like that presented but canceling claim 2 would be entered, and that the 
Examiner would then either allow the case or reopen prosecution. 

Accordingly, in the interest of expediting prosecution, Applicants have canceled 
claim 2, canceled claims that depended only from claim 2, and amended claims that 
depended from claim 1 or claim 2 to depend only from claim 1. However. Applicants do not 
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concede to the Examiner's reiectw * ^ 

rosTl ^ " ' * ParaSraphS t0012] ' PWMWSft 10209), and r0353, 

schem a ncalJy 1 ll us t rattdl „ Hgures6 . JIjndl7 "" la 

Applicants note wift Wle0iati0n tte g xaminer . a indicatioo rf subjK( 



matter. 



-n, «»„„ of ,2. 2006 included: ^c™ for alkgedijldefiniteIless 
TO, for aJiegad atdcipaaon flttm 3) , rejecIions for ^ obviousMM ^ >" 
eo a rg<MM „, s (items 7 .„, _ illdicatjon of ^ ^ ■ 

Applicants Averse all rajccd ons and ob jK *o»s, to «he «. tha, may „ ^ . ^ 
amended claims, for the reasons noted herein. 



TOE CLAIMS. AS AMPNran , ARE DHFINTrp (ACTTON TTFA/f 9) 

USC §112. Paragraph 2 R ation of rial.™ mi, 13, and 1 
Claims Ml, 13, and 18-61 were rejected for alleged indefiniteness because it 
was allegedly unclear whether an enzyme is required as part of the composition, and, if not, 
how the substrate can he convened into a second state from the first state, and whether 
enzyme activity can be detected without the enzyme. To the extent that the rejections are 
applied to the amended claims, Applicants traverse. 
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Appi. No. ion\6,m 

EXmma 10 ^ «■« *e compositions ' * 43 * *«— with the 
Accordingly AnoU^ntc L r6SpeCt t0 **** 

102(b) by Ba™, ^ Zu^l ^ ""^ a "" Cipa,i0n "«*' 35 

cbims. data 59 60 L K 8 " n, ° 0, "» «»« » 

msciattn 5<M0 have been amended to depend ody fto m d*,,, j 

mdependent claim 1 is „„, anticipated by Bazrett , 

j., , . F "=o»yuanettetai., ji is not necessary to address 

agonal ponus of distinction between dependent d-£ 59-60 and BaL ' 

Applicants respectfully request that the rejections be withdrawn. 
THE CLAMS ARE NOT OBVIOUS fAfrnnw ttpa/tc 4 Q 
Item 6 

Claims f-11 and 18 were rejected for alleged obviousness under 35 USC 
103(a) over Glickman et al. in view of Burbaum et al. To the extent that the rejections are 
applied to the amended claims, Applicants respectfully traverse these rejections. 

Three requirements must be met for a prima facie case of obviousness. First, 
the prior art reference(s) must teach all of the limitations of the claims (M.P.E.P § 2143.03). 
Second, rhere must oe a motivation lo modify the reference or combine the teachings to 
produce the claimed invention (M.P.E.P. § 2143.0 1). Third, a reasonable expectation of 
access is required (MP-E.P. § 2 143.02). The teaching or suggestion to combine and the 
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Ply to Office action of July 12,2006 
expectation of Access must be both Wh • 

Closure (M.P.EP. n 143). " Pri ° f * - d not on Applicants ' 

The combination of GUckman et al an wn k 

bm " ati <»K of clatos M " C * ««• combinatton does „« te.oh ^ 

As discussed with the Ex 

— • ^ ^ (n - * — ■ — * for 

antibody* Md ' ^ y ° n,lK Abound 

«*d sopp™. * descnbe « •»« «liea on cap,™ on a 

ceil. GJickman et al. state that the uj* I, Gtae ^ * «ot performed in a 

^tio D ,acel, or tissue Cxi, T' ° ^ may bea «nase, a ceU 

to assay thecei, k ^ * 3 of * 

Exanuner, the support-bound compositions formed during the assay of Glickman et a, are 
clearlynotinsideacell^^^ ' 

Furthermore, Applicants maintain that Glickman et al. do not teach a first 
Jabel that exhibits a first signal when the substrate is in its first state and a second, 
distinguishable signal when the substrate is in its second state, as is specified in claim 1. The 
label on the Second antibody of Glickman et al. exhibits the same signal regardless of the 
phosphorylation state of the substrate. The label is merely either bound or not bound to the 
solid support; it is not responsive to the state of the substrate. 

Since Glickman et al. fail to teach at least a cell comprising a sensor, merely 
adding the caging group from the caged substrate of Burbaum et al. to the substrate and 
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Appi.No. ior7ic,n 4 ' 

taction of July 12 , 2006 

T^e combination of Ghcfcm«,«. i 
respond t0 statt of fc jub - " to M whose sigMl k 

*»* not result to ^ ««■ «"><* *. suggested combing 

Item 7 

extent tharth* ■ • B ^ a ^^ furtherin ^ofKrisctal. Tothe 

The combination of Glickman et aJ., Burbaum et al., and Kris « al. does not 
meet the requirements for * prima facie case of obviousness. Forexample, the combination 
does not teach aJJ the limitations of the claims. 

As described above, the combination of Glickman et al. and Burbaum et al. 
fails to teach all the limitations of claim 1 , from which the claims at issue depend. For 
example, the combination of Glickman and Burbaum fails to teach at least a cell comprising 
a caged sensor or a first Jabel whose signal is responsive to the state of the substrate. Merely 
addina instructions for use in a kit or the identity of the enzyme as a protease from Kris et al. 
does t" result in the claimed invention: the combination still fails to teach at least a first 
label whose signal is responsive to the siate of the substrate or a cell comprising a caged 
sensor. Moreover, motivation to combine me teachings of the references is lacking. No 



PAGE 25^7 4 RCVD AT 12/13/2006 5:43:57 PM [Eastern Standard Time] * SVR:USPTO-EFXRF*24 * DNIS:2738300 * CSID:51 03377877 * DURATION (mm-ss):M-U 



12/13/2086 14:59 5103377877 LOJAQ PAGE 26/27 

^No .10*16,174 "' • 

P y to Offi Ce action of J ujy l2 , 20O6 

^esuon to combine the teaches is founn 
~ee* pe ^ 

::z tinvemion - acc ^- Ap P , c :: c r ~: combiDation — - tresuItin ^ 

wthdrawn. ^ UiIyreqaest the rejections be 

Claims 47-49 and 5? <r<i 

As described above fk» A 
» - teach ail the limitation, of ^ 7f T f ^ * * - « * 

substrate Merelv aAW ,, , ^ «*pon 5 iv e to the state of the 

ate. ^ rc ly. adding a cellular or subcellular delivery module from Fischer et al does 

whose signal ,s responsive to the state of the substrate or a cell comprising a caged sensor. 

In addition, motivation to combine the teachings of the references is Jacking. 
No suggest: 0- '3 -ombine the testings is found in the references. Furthermore, there is no 
reasonabic expectation of success, since the suggested combination does not result in the 
present invention. Accordingly, Applicants respectfully request that the rejections be 
withdrawn. 

CONCLUSION 

In vie* of the foregoing, Applicants believe all claims now pending in this 

- -ition for allowance. The issuance of a formal Notice of Allowance at 
app-:^-^ n are m ' 

m'cxt? date is respectfully requested. 
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